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[0 0 0 1 1 
[0 0 0 2] 

#lt5:K4) . T< ymW:mzX^mm^miM^fz:^^^=-i---^^^hfiX\^^^o 

mwicm 1 1 ^mmwm 4 , 179, 337^ 

2 1 2930723^ 
I#^:S:m3] mVi^mS 3 7 5 8 3 4-^ 
mW^m^] #^2 002-531050 

mmmm Lx^tir^ mm] 

[0 0 0 3] 

^^^^&o :zo^^^fzm^OT. 3^>'/^°^®coM=lr^^ <jg:T^-^^^t^<. 

mm^m^-r^htzibo^m] 

[0 0 0 4] 

(DT^^(Dmi 0%li>X±.-Xh^^h-^M.^Vfzo 
[0 0 0 5] 

(1) i/J^x^ ;Uj!7 7° h»iw^°y ;H§^Lfci5' ^ >'V 

■r ^ > ^-r ^ > ^ K ic^Stt^b*" V - =1: RJS ^^^^t\zX^m^hfLfz^(DX- 

±ffi (1) fs«^:^-&o 

(3) m^y'^^-i^m^mmxh^^ ±ia (1) fB«6D:^i*o 

(4) W.^^)'^—h^^^}^f-vy^^)ti-)Vx-$3^^ ±15 (1) ffl«o:^^o 
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±iB (1) fsmo:^-So 
-)vx-^:h. ±l£ (1) tam<^:^-&o 

(7) ^y/'^^^l'^-X^^y V$)fzV 0. 7~1. SrS-i^*^?}^!; -^-i^^'Mill"^ 

±m (1) fBm<^:^-&o 

(9) ±13 (1) ~ (8) <^v^-ftL^^^-IB«<^:^'^=^^Sffi■t^^ 5j^i;-^-:6^'M^L7ti5^> 

(10) >^^^MTf)^y^^=-i-~-^'^'^^- -tiS (9) IB«c75.i^° W-TO^'^S-^L/t^ 

(1 1) ±fB (1 0) mm<D1Jmx-nhi^z>^ ^^-v-^-^m-^Lfzy^t^^-'^o 

(1 3) ±IB (1 1) (1 2) ^ciB«0^•^^-■:^--^f^^*■t-^trLM«Jo 

[0 0 0 6 1 

[mMi^Mir^fzi!()(DmiB.<7)^M] 
[0 0 0 7] 

LT{±. 7 5 /m^^m/Sn Oiy.±<7)'^)C7?75^'0t L < . LTii r, 0 0 0mJi<7) 

i^(DifUt\^\^^o ^(DX.^tj:^y^^'>'S.h\^X\t. ^ -9^ :t - 7^V^°^ 

[0 0 0 8] 

V- ;^ X ^ ^^a* =^ ^ ^ K tC'/ttt-fk*" V -7 - ^ KJB $ -li: ;& i i: J; I? # ;!> i 1 7{»^ 

^{zi^m'^ii^o TtJm<7)Ji^^'fgfflLr iv^L. rtl£(7)*°V^-=SrS 
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2~5 C^v^OV >:^-70M£ffi$^'L^o 
'^Jx.{i\ ^ h ^ V ^-f- V^^'U 3 — ;V^liUnion Carbide Corporation/^i^'Q A^t:' 
5K';^-<^Mtt4t:ii. N-H Fn^->>?.i^ vV-f 5 K (NHS) #=l:fflV^T^f 9 ^ t 

MSPA) . ^ hi^->>}^i; jif-vv^V ='->'v:^i5">>^ 5 i?;v^^;v^ V- b (megc) ^/&^'^ 




(±12^4^. ntitt^O^mo $ftL<tt, 50~1000o ) 

.-KU t;v^V'^^^-> F^: b-Cii. ag^/i^"V t;i^^ v>^^>' FlfS#^ .i^vji-g^i/ 

^Vy:t^vF. 1£^-4^°'J W^^v F. 5?^° V (T;V^V>^^vF) (Da^J^'V-^ 
^fz\±^°') (t;v^ V^^^^v F) ^L< «'eo«^kfl*'^$<7)■7'-^-y^5'3.i^°V•7- 
t Lv>o 

>KU^-{±. 1^ 200 -1^ 50, 000 F;v h 1-^1-^53^ V -7- =^1$ffl 

i-^i i:/&^-e^;5>o L < (i> 1 , 0 0 0~*^2 0, 0 0 0 F;v h 

-7-. $<^5t;«. 1^ 2, 0 0 0 -1^10, 0 0 0 Y )V y y (D^-i:-^6^^m'l::^'f 
L< (i. #tJ4, 0 0 0~#^6, 0 0 0 F;V h 

^g4.(7)r 5 y^^^;v?57y h^o^^ici i?»^$^t-2)o mk.it. ^ y^-^^W:^^ 

COT^y^ (N*SiT5 y^'Ji'^tp) i: 4>fi<^^;V*7'h»^*-r^o 

ML. 3 0^ )vmmi<Dmmt^^ v-^ - l tzm^. #-9- y^i^ ^ s 19 4 ~ e «fi 
vrntz^ 7-1 oi®®;Kco'i^°u -^-T^^^i^-a-i-^o 

10 0 0 9] 

•^"^^■^Lfzi^y^^^^M^^. ^;V5!7y h^^^-t^'fk^tJ'^KS^-ii-. ^/^°^K(7)v::^T• 
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^n^^t^^'r:'^:ho m^i£. mmme 2-501449. #m¥i o-s 7 s 1 

filxifr^y^, ^;v:*7'>»omi' J; <9«1-^o t/i. ^^/n"^' 

4^ffl-r^;^;v*7°h^^*i-^<b'^^<^»{i> RjSM<7)m*i-MUT 0. 0 1-10 

[0 0 1 01 . 

itii, 0 0 0-1^2 0, 0 0 0. mtL<im 2 , 0 0 0 -*^ 10, ooo^-eLTm^ 

$ffL<ti|^4, 0 0 0-1^6. 0 0 0 h >0¥*&^^:ft^*-t^^ 

l^^jc^l^^ It, 1 ~2 0 0^;V^*<7)^;V:^;7°h^=gr^-r^<b'^JitJ^. 4 
~5 0J^. L< (± 1 0-4 O^-CRiS^^^o -<^B#^ R)S-WtL-C{i. T^i^h- 

KJS^'^li> 1 0^~4^r^. §ft L< ti3 0^~2B#F^t?^^o 
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^ pj- - - -If L -C 3 0 -=£ L 7ti#^ > 6 0^ L /ctir^ 'J) 

iwic-c-^o/io i:}^e><^l§^;0-^. "7- ^ ^i--^(D■^y''^=^ 
m^LXX^^fz :Lti!)^t>'b^ho h V •r-:fy^^^Lfz ^ ^ :^ - -j- - -If ^ p< ;v :^ 7° > 

-?>a^%-t?*<?> hv^xSo J: 'J■v-^s^§^Lfc^^^-■^- 

-^^^i. '^!lx.{fEllman'& (G.L.Ellman et.al. , Arch. Biochem. Biophys. , 82, 70-77(1959) 
) t^i^M^-t^t. 1 >2fe/ii9 2. 8 '(SmJi. i^t L < fi 3 . 1 ^m±> ^ 

[0 0 13] 

(4. i^'-^^;^ v-Y h -;v^-t:^a-r*p<7)-/gi4J; !9 1^1.5 ~4j§^v^o 
[0 0 141 

t(DWi%XMMX-^^^h-i)'^7^^^^fLX\j^^ (Hiroyuki Tanaka et. al. J. Biochemistr 
y, 117, 1120-1125 (1995). Toru Nakayama, et . al., Agric. Biol. Chem. , 52, 177-183 

, (1988)) o ±|Bo|t*=^c:(7)f|i^fc*tc#^^ ii. ^^^~y<Di 1 6#Bco'>;^T--r 

y T- JV^^ L fz *° - ^ ;V 7° h ^*:#-r ^ iY^^k^X^mt h^tKlV). 

[0 0 15] 

%i}^m\>^p^m-th^hi)^x^. '^m. mm. ttr^im. ip*. bhsi. MfeM. 
m'^^uni^x^^. mmh\.xy^mx^:ho 

[0 0 161 

fi^. $'^mu^(D\/^'ff^<D^'Ax^n^-t^^t-h^x^ho Bu^^-it^m^'^^xmn. 

[0 0 17] 

^^n. 'imn. ia»J> warn. ^wMm(o^w^^mmm>i-^'Si^m\-^'i^^^xm 
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[0 0 18] 

^At::^Pl^#-t3^'a-. ®tO. 05~200mg/kg/B-e^t). $ftL<{±0. 

^^-2)^^ ®#0. 0 0 5~2 Omg/k g/HT-^19. $ft L< (±0. 0 1 ~ 1 0 m g 

/k g/HOtSHl^I-e^^o 1 B 1 III~^lll^^^^tT■aM^ ^) L < i4.«^,fS-e^#-r 

:l^tf^v^o =fci3> ^fihcD^^m^i. ^ y^^^Wf^Mm^J^ ^ ^^£^0 t^oT. JilB<7)^ 



1 1 

[0 0 19] 

=ji-^^v^ (DTT) mm.^')^^i'y'^')^-)^\^MM.^^^^^-i^'--^ (peg 

-rMETase) comit'^ 

1) rMETase 

#J1^ 9-270676tc!iC"t:*ife^#Lf^o 

2) rMETaserlli • DUSX® 

*^170 g<75 rMETase tci20 mM h 1; ^ J^B-Wm (pH 9.0) ^Bj^M^JPxf^^ Lfco 

^tc:0-®:^^SlO kDa, 1.8 (Dm^M^^XlOQ gA.txmM\.fzo mMLfzlBO g OrME 
Tase^lr. FEmMl^^M^^tio 

3) FEmm. mrmrnxm 

150 g(7> rMETase t'»<bPEG (MEGC-50HS. B^mBM) 275.4 g=Sr3|Il (91.8 gX3) K 
^tt-C37t:tmTT-10~15^tttC»L/>:o 3|II g ^ 10~15^^«tC100 mM i9 

^m7X*-^ h 1; 0 j^mmxpE^7.2i,zm^Lfzo DTT^o.5%igmi^=^^ i d Kmijwi^. 37 

'C'ISiaTl?2^r^Wb. ^JS=^fi^V^, 15*Ct?-:^iS^L/co 

4) DiafiltrationXfl 

nhirfzKJit^m^mMme.O Ltfj::hX^ ir50 mMl9 h V -^A^^ItpH 7.2=S:Jn 

^m^LfZo 42 L(7)50 mM^:) b U AJl®-®:pH 7.2=lr 0.7 L/minOsfEiiT-M 

;&^^?):S'lffli9^^S50 kDa, 2.1 m2<^J^=SrfflV^TDiaf iltration=£-^Tof^o 5It>i^^*t3 Li::^ 
;5)^-C7«^fi^ofco 2 LCO50 mMf? h V -^AJit^ftpH 7. 2^ffiV>-cmi*I<^i5' 

K HJIX LMM-E t ti^ L TDiaf i 1 trat ion^JStam L /io 

5) -{^y^m:^'7A^u^y^^yy4'-X.n 

50 mM 19 ^ V ^ -^BM-W- 7. 2T'^#'fk:^ ttfcDEAE Sepharose-FF* "7 ( ?5 140 

X65 mm, 1 L) t^Diaf iltrationi!!kaiS=lr50 cm/h<0^iSt?Ml^b> pass throughli^^'^^lJl 
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, 0.05 m^omtr^^oiLTlS'C-C^^L/Co 

6) y^i'mMnn 

10 mM^ b U AMWIKpH 8. Olr^W'fb^ :}xfcSephacryl S200 HR:^; 7 A ( y5 600 

X 600 mm, 170 L) tc-f ^ ^'^^^^ 9 A n-r h -7 ^ -^ffim^ll cm/h<DmiSt?^?S 
L/Co S'141i:9^^*fe-C30 kDa, 1.2 m2<^ll=lrfflV>-C»ii^tf o fco lt)l LO 10 nlMl9^ 

7) tfu F^■9--;^^)^m (PLP) -^xfi 

mmmz-l mMMlCp^LfcPLPM=^^^ma:01/9^«LTtS^m. ?«t^^0.22 
;t/m, 0.02 m2oM^Mv^T|^200 mL-fo#fi:250 mL(7) h L-80 "Cei^^L/Co 

[«f !l 2 ] 
[0 0 2 0] 

DTT^!!LSt:: J:^J:bf!&tt<7)Ji# ( ^ 5^ ^ - -tf ) 

DTTjJJLa^M LTV^/fc v>PEG-rMETasei3 i W^VMETase. DTT^!{ka=SrJ& L/i PEG- rMETase is i 
r/rMETaseOjrb^S-tt^iiJfeL/Co vg14ilJ^ti#i^¥ 9-270676i::»-:? § L/co 

PEG-rMETase IbSttC^JS-T DTT ftHSO^ill^ (SJf&^^Hb 60) 





DTT Ma 


(U/mg) 


rMETase 


+ 


56 
56 


PEG-rMETase 


+ 


16 
W 



[0 0 2 1 ] 

^tr. MEGC-50HSi:fi^^SOM>fc;5.fttt'fbPEG (02^^*11^) ^ffi V^TKE>^;VJ:l:30"C 
[^2] 

^T-aO^^^Stt-fbPEG ^fl|V^Tft^ bfc PEG-rMETase ©ibrSttCS{S-r DTT Ml 





^'ffi-fb PEG 










DTTM 


(U/mg) 


MEGC-50HS 


5 kDa 


-1- 


33 

45 


MEGC-IOTS 


10 kDa 


-t- 


32 
47 


MEGC-20TS 


20 kDa 


+ 


33 
47 



[0 0 2 2] 

$ ^ tcMEGC-50HS i: i4 U > * - /i^'S;^ ^ ItUOPEGjl^^^iJ (MSPA5000, NEKTARM) P 
li/^/^'&SlfeOPEGI^It^iJ (MENP-50H, 0:*:yfilim) ^ffl V^TR;S^;VJt30-t:-|Wl;|t(D^|^ 
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[^31 

U >*-i5 J:tFrSttg|3fu7b5S;fc:5tSM PEG ^fflV>TftMb/t PEG-rMETase <Dtt^ 



m^^RlSt- DTT M©?*^ 









DTT 

Ma 


(U/mg) 


MEGC-50HS 


Glutaryl 


NHS 


+ 


33 
45 


MSPA5000 


Propionyl 


NHS 


+ 


CO 00 

CO CO 


MENP-50H 


Carbonyl 




+ 


10 
30 



[0 0 2 3 1 

^ ^ :t ^ - ^'^X¥^(D ^y^^^^Mt MEGC-50HS t <D RfS is It ^ DTT^S<7)^:^ 

ieL/to /-^VnM >(^Mt4Mt±0.1 mM L-v;^7"'f 2 mM EDTA • 2Na^ isXZfl mM N- « 

pH 7.5) -CR^&^^TV^. 37r-ei^PBTtCi^Bg;i-^p-- >aT-U >Ol:*410 nmT-^-iJ' 



mMitm&. (%) 


Papain 


100 


PEG-fb-S^B 


42 




106 



Ji O ^ h ^ DTT^JltS J: ^ rMETase Pl^ ^ tL/c =J> O -e {± 5^ V ^ t W X. ^ o 

[0 0 2 4] 



HS-CHg — G 



H 

I I 
C 
I 

OH H 



OH 



-CHg-SH 



unmm^z j; ^ j:bt&'i4±#5&^sH*h7icm*<^v^-f tLic^H-r^ o^^n-^fco sum^i^m 

, ^ l_^^/^v-;^. 2-7'n/NV-;v> l-^/iJ' ^ --'v^ 2-y'^y-)\^ 

, 2->?f-;V-l-^n/NV-;V) icov^r. ^J&5ft(^:^St?#^:lx/iPEG-rMETasetRi^:>$-*> 
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[^51 



PEG-rMETase ® J:brS'14|iI^l-^f 






(%) 


iV^Acetyl L-cysteine 


79 


GlutathioneCSjcM) 


55 


2 -Mercap toethanol 


70 


Dithiothreitx)! 


100 


Methanol 


5 


Ethanol 


4 


Methoxyethanol 


4 


1-Propanol 


4 


2-Propanol 


4 


1-Butanol 


5 


2-Butanol 


1 


2-Methyl-l-propanol 


5 


No addition 


5 



[0 0 2 5] 

rMETase{±-if ^'^"-^ h i9 400SH*=^* L"CV>^ o rMETase't' i^^fti" ^ V -SH 

-eo*^^. ^etc^i-i d trffitt^kPEG (MEGC-50HS) h^^fS^^^Bif^rMETaseliS.? SH 

fzo ^^^0. b'mi-^^m Ltzh^ 5PEG-rMETaseC0^4#SH*ti3. 7 SH/-9- 7^:^- > 
rMETase^:|WI^(7)'fti:^ofCo 

(D^mmi^. W^mm-^^m.\^tzm^. ^7iC^i-i: d OTT*MPEG-rMETase«3.0 SH/ 
Hfy^-^;; DTOJJIPEG-rMETase{±3.7 SH/^f^^-^^ h t i9 matXgtii3lt^*# 

:ifl\ZX. l9PEG<kX®-e¥*&LTlO(^SH»/&^'iSmbPEG(MEGC-50HS) tra^i-^^^ DTT 
[«6l 



DTT mm PEG-rMETase ^jgxatiJft-S SH 





SH/subunit 


rMETase 


3.7 


PEG 'fbS^Stt (^^S^^i/ib 60) 


2.7 


DTT PEG-rMETase 


3.7 
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DTT ^mmmm PEG-rMETase CD^# SH S 



PEG-rMETase( M ^ it 




60) 


SH/subunit 








3.0 


+ 


3.7 



mmm 5 1 

10 0 2 6] 

-tyg-KI^Mt (MIA) =lrfflv^/cCys(^l^lfli 

rMETase. DTT*MPEG-rMETase. DTOaPEG-rMETasetrMIAh^Jp^-*. SH**^®Sb 

DTr=^« L-CRS^ DTT*^!a;aPEG-rMETase<^^J:b-?St±(^±#^^~^^*^ ^ ^'L^^ 
I DTr*MPEG-rMETase«-ffittt::P^-|-^Cys^™t^ i oTi^*4«fp^^x-CV^/c/iie). MI 

1^81 

MIA mm^m rMETase, DTT PEG-rMETase, DTT PEG-rMETase © 



ttm^ (U/mg) 






DTT*^S 


DTT^tl 




rMETase 


PEG-rMETase 


PEG-rMETase 


MIA sti 


54 


17 


38 


MIA^KJ^;^ 


2.4 


3.8 


4.0 


DTTM 


2.7 


12 


4.6 



;2. ^ t :O^P,PEG:?)^Xys^#«^ LT i t ^^'ffiiU^ ^^/Co Cys-^^PEGl^ffO nTfgttl^M LT 
rMETase<75SH^»(±3.7 SH/-9-7^:2.^ VX^^±i)\ ?EGi\:KmX'2.7 SH/-^-^^-^;' hi' 

tiiZX^ DTT^^SPEG-rMETaseO .^5^ it-Mtt/Ji^^-t^ ^ ° 

]ik±(Dm^Xn. ■Stt'fkPEG (MEGC-50HS) l± rMETase OfSttfliaif^M^^^W 
fSH^ (Cys) "kmm^^ tmmX^^o 

[0 0 2 81 

PEG-rMETase<?)M^PEGmo^S (MALDI-TOF/MS) ..^^^ „ 

DTT*j!!iSPEG-rMETase^ J;C;^WMPEG-rMETaseO-9-y^-^y > U'^}VX(Dr^n^ "f-m 
^MLdl-TOF/MSX^^LfZo -^f^S^. H llC^i" i ^ I' DTT^MPEG- rMETase LT 
DTTMPEG-rMETaseti^^i75^^|^5 kDaiSTUTV^;& t75^^«of^o PEG<7)^^fi^^ltJ5 kD 
atr^ t ^jBTT^JlkSl:: X ^ 1 PEG/^-7^-3-- > «^ L/i >l i /J>^^#x. h fifzo 

imnm 7 1 

[0 0 2 9] 

PEG-rMETaseO^-^PEG^O^A (HPLC) 

mSE# 2005-3012083 



#IM 2003-426601 



^--J : 11/ 



DTT?fejgk?iPEG-rMETase> DTT^!!k3lPEG-rMETaseO^^PEGlc^:iteL/^ (John Bullock et 
.aL.Anal. Biochem. , 254, 254-262,(1997)) o T )V'A V myK'J^M^^ ^JM^^L-fzFEG^? 

JlPEG-rMETasec7?i^^8.4 PEG/^7^^--;' h -Cab o LT, DTOSPEG-rMETaseO 
i^-^ii? 5 PEG/^^a"^"-;' bT:-*i9, PEG/-9-^^^5' h cO|g:T7&^Mi6 lb tLfZo tfc. 

[«91 



PEG-rMETase {:i4bit Slg-^ PEG 



PEG-rMETase 


;g./S^;vj:b 60 


Sj&^;vJ;b 30 




PEG/subunit 


PEG/subunit 




8.4 


5.0 


+ 


7.5 


4.1 


8 1 



[0 0 3 0] 

Fluorescamine-^ (Laurel J. Karr et. al. .Methods in Enzymolozy, 228, 377-390(199 
4) ) \ZX^ DTT^^feJtaPEG-rMETase. is J; y^W^SPEG-rMETaseO T 5 ^ M^M^ ^ rMETas 

immx^ o/^ot^oxr^y l /cPEGjiDTOa ^ t ^ 

[*1 01 



PEG-rMETase til 43 { j" •?> T 5 y i 



PEG-rMETase(SJl^^;l'i:t ^ 
60) 

DTT^^ 

- 75 
+ 74 



DTOS^JtLfcIt^. PEG-rMETase^t7^'^-:^ h*fc!9*t;l SH»(7)iiJn> *>Jl PEG^i^ 

ibmm. hfzt is^T' ^ ^ o 

&.±(D^t^-h PEG'ftXfi is V- T , PEG/Ji^'m^ia KMrn^^i^m ^ ^ 1-Cys t ^^^te 
^ . SH^OH^LfcPEG-rMETase/ii^ifeC^ ^tL^o 

l^Mf a 9 1 

[0 0 3 31 

;uJ:l:60fpM^ ^/-DTT^JlPEG-rMETase i: DTT*^J!tJfiPEG-rMETase=Sr IWJ— d^y^^^M 
S (140mgAg) ■v'i7XM«t:i'^ltbfc(#f^3E)o mmm^mML. Mt'+'Oyf-^t- 
V'mj^^M^ LYc (Cynthia L. D. et.al., J. Chromotogr. B, 751, 383-387 (2001)) o 
^^^m2K^i-o DTOSPEG-rMETase (O) fiDTT*MPEG-rMETase (□) titmi^X 

^tii)^x^fzo ^hiiz, ?i2ii^wi^^^Lfz:^yzf^'7^:^&-rizmmhxmm(^^B.^ 

^<^fzm^(D^^^^m3\,Z^iro DTT^aPEG-rMETase (•) JiDTT^^StaPEG-rMETase (■ 

miE# 2005-3012083 



mi 2003-426601 



^--J : 12/E 



mmm i o ] 

[0 0 3 4] 

;V JrbeOtrilS ^ tLTt DTO^lPEG-rMETase t rMETasecD^l^t± ^ it^ Lfzo -^^^ 
lCDTT:^aPEG-rMETaset /ifirMETase^O. 1 mg/EOffli-C 1 MrBl^:: 1 0. ^ftl2|IIItjl$l*I 

X |5T;igM^# t itmgGmt ^ mm L o rMETase t fz (iPEG-rMETase ^ L T 

^^llt^^Lfco DTT^!!kaPEG-rMETase(^^I^14i±rMETaseJ: ^9 ^ ^^iligt^'f&T LT V^/co 
[^11] 













5(Log) 








0 


1 


2 3 4 


5 6 


7 


IgM 


RMETase 


0 


0 


3 6 1 


0 - 






DTT PEG-rMETase 


8 


0 


110 


0 - 




IgG 


RMETase 


0 


0 


0 0 4 


4 2 


0 




DTT %m PEG-rMETase 


0 


0 


6 11 


2 0 


0 



[0 0 3 5] 

[H 1 ] MALDI-TOF/MS=^fflV>7tDTT*i!!iSPEG-rMETase*3 J: Z>DTT^!!taPEG-rMETaseO-9- 

[112 1 DTOSPEG-rMETase (O) t {±DTT*^aPEG-rMETase (□) ^-^-^y^S^ 

ims] ?LP^m^^y^Vfz^y:^^-^^^&TK^mL. mr^iltSPEG-rMETase (• 
) t /c(±DTT*^!aiaPEG-rMETase (■) ^^■^Lfz^k<Dikm:^ ^ =->MmomWm 



ffi|E#2 005-3012083 



#11 2003-426601 



1/ 





{±iliE# 2005-3012083 



2003-426601 



'^-v : 2/E 



[US] 

120 



90 • 




0 20 40 60 80 

Time after administration (li) 



tiiiE# 2005-3012083 



#M 2003-426601 



1/E 



mm 

mm] <ig:T$^i^viii;&<. ^^^j-^—^^^^Lfz^ y^-^ 

tKX^. ^y^^^KfDmm^i^^ <®.T^^^^t^j:<. :^V^~:d^^^\^fz^y^-^^ 



mWE!^ 2005-3012083 



#11 2003-426601 



^--J : 1/E 



m m A 



[000001926] 



^ m 



1990^ 8^230 



8-^ 



tBliE#-t ailiEiit 2 0 0 5 - 3 0 1 2 0 8 3 



